12-Ju J-2005 03:21pm Fron-GERON CORP IP 



+6504738654 



T-754 P. 004 F-280 



PATENT 
USSN 09/990,080 
Docket 018/258c 

Amendments to the Specification 



Please correct the paragraphs on lines 1-7 of page 2 of the substitute specification (paragraphs 
[0011] and [0012] of the application as published) as follows: 

The invention also provides a method of reducing telomerase activity in a cell by 
introducing the polynucleotide described supra (i.e.. having a deletion of dolotion of amino acid 
residues 192-450, 560-565, 637-660, 63*660, 748-766, 748-764, or 1055-1071) into a cell under 
conditions in which it is expressed. 

In a related embodiment, the hTRT polypeptide has one or more mutations other than, or 
Jn addition to, a deletion of at least 25 residues in the regions corresponding to residues 192-323, 
200-323, 192-271, 200-271, 222-240, 415^50, 192-323 and 415-450, or 192-271 and 415-450 Of 
hTRT. In an othor ombodim e nt, tho invontion providoo &&& METHOD 

Please insert the following paragraphs following line 2, page 7 of the substitute specification (after 
paragraph [0036] of the application as published): 

U.? T Patent No. 6,166,178 refers to methods, rea c ts, vectors, and cells useful fo r 
expression of hTRT polypeptides and nucleic acids. In one e mbodiment, expression of thg h ^ RJ 
protein, or fragment thereof, comprises ins erting the coding sequence into an appro priate 
expre^sjpn vector (/'.a, a vector that contains the nec e ssary elements for the transcription and 
translation Of the inserted coding sequence required for the expression system employed). For 
mammalian host cells, viral-based and nonviral expressi o n systems are provided. Nonviral vectors 
and systems include plasmids and epjsomal vectors. Usef u l viral vectors include vectors based on 
retroviruses, adenoviruses, adeno-associate d viruses, hemes viruses, vectors based on RV4Q , 
papilloma Virus, HBP Epstein Barr virus, vaccinia virus vec tors and Semliki Forest virus fSFV) , 

For Wlfl Production of antj-hTRT antibodies, hosts su c h as goats, sheep, cows. oulnsa pin*, 
rabbits, rate . or mice, may be immunized by Injection with h J RT protein or anv portion, fragment, or 
oligopeptide thereof that retains Immunogeni c properties. In selecting hTRT Polypeptides for antibody 
i nduction, one need not retain biological activity: however, the protein fragment, or oligopeptide must be 
immunogenic, Immunoqenicitv can be determined bv in fecti ng a polypeptide and adjuvant into an animal 
(e.g ., a rabbft) and assaying for the appearance of antihn d ies directed aoainst the Injected potvpep lide 
(Harlow and Lang. Antibodies: A Laboratory Manual Cold Soring Harbor Laboratory. New York, iflfifl) 

Peptide? used to induce specific antibodies tvnic alfv have an amino acid sequence consisting o f 
at leflgl five amino acids, preferably at feast 8 amino acids, more pref e rably at least 1 0 amino acids. 
dually they wj[l mimic or have substantial sequence identity to all o r a contiguous portion of the amino 
aoig; segMenpe of the Protein Of SEQ ID NO:2. Denandfno on tho ho st soaoios. uarfoua adjuvant* mn Y 
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be used to Increase Immunological response. Immunogenic p eptirfr s or poiyp^t^ navinq an hTRT 
sequence cap be used to elfc|t m flnti-hTPT immim* respond m « p ^j ent (i.e.. art ^ a vp^f n f> } ^ 
i mmune response can alSQ be raised bv delivery of olasmtri v/^t ora encodino ih« polypentifte of int ft ^t 
Further g^afls on techniques for formulation and administratln p max/ be found j n the latest »HlHnp o f 
FleminatQn'S Pharmaceutical Sciences. Maack Publishing Co.. Ffo ftt ftP pa , 
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